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This review argues that syphilis has been underdiagnosed and undertreated, a 
problem that goes back to the beginning of the Wassermaim era, and indeed long be¬ 
fore. Non-treponemal tests do not detect the larger pool of persons with latent syphilis, 
the immunological consequences of which have not been systematically investigated 
in the context of HIV infection and progression to AIDS. Recent efforts to confirm the 
prevalence of syphilis in high-risk patients by reverse sequence screening, i.e. using a 
treponemal test first, as the screening test, have revealed untreated syphilis at higher 
rates than expected. Further testing using PCR discovered even more previously unde¬ 
tected cases. We suggest that latent syphilis is a chronic active immunological condi¬ 
tion that drives the AIDS process and cannot be managed with the older Wasser- 
maim-based algorithm, and that non-treponemal tests have failed to associate syphilis 
with immune suppression since this screening concept was developed in 1906. In light 
of the overwhelming association between a past history of syphilis and HIV sero¬ 
conversion, more sensitive tools, including recombinant antigen-based immunologi¬ 
cal tests and direct detection (PCR) technology, are needed to adequately assess the 
role of latent syphilis in persons with HIV/AIDS. Repeating older syphilis reino¬ 
culation studies may help establish a successful animal model for AIDS, and resolve 
many paradoxes in HIV science. 
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Introduction 

“Know syphilis in all its manifestations and relations, and all other things 
clinical will be added unto you. ” Back at the turn of the 20* century, when Sir 
William Osier taught this to his students at Johns Hopkins University, he would 
have never guessed that a century later, the age-old disease known as the Great Im¬ 
itator would he displaced hy a new mysterious virus. HIV, wrote two modern-day 
neurologists in 1992, “has replaced syphilis as the ‘great masquerader '”[ 1 ]. In¬ 
deed, HIV research has usurped the lion’s share of research funding in the STD 
field, syphilis being relegated to the sidelines. However this might turn out to be a 
serious mistake, given the many unanswered questions about syphilis manage¬ 
ment and AIDS etiology. 


The sexual revolution: Syphilis out of eontrol 

In the two decades leading up to the modem AIDS epidemic, authors in the 
United Kingdom reported that most syphilis in homosexual men was not being de¬ 
tected, other than the classical early presentations [2-5]. Most exposed patients 
were not traced as a result of a failure of public health measures, despite the best 
efforts of patient activists and public health workers. Authors in the U.S. made 
similar observations: while over 80% of syphilis cases were treated by private 
physicians, these physicians only reported 12% of these cases for proper control 
measures [6]. 

It is often assumed that happenstance therapy took care of these cases. 
While antibiotics were dispensed (for other indications) to latent syphilitics, incu¬ 
bating syphilitics, and persons with syphilis of unknown duration, there is no em¬ 
pirical evidence that this was a useful therapeutic measure for syphilis control [7]. 
In fact, by 1980 most experienced authorities in syphilis control were of the opin¬ 
ion that under-treatment was far worse than no treatment at all, and induced la¬ 
tency. Hungarian investigators use the phrase ‘decapitated syphilis’ to describe 
this unfortunate outcome. 

“Far from eradicating syphilis, ” wrote one California urologist in 1970, 
“antibiotics are driving the disease underground and increasing the difficulty of 
detection. Although the incidence of disease has more than tripled since 1955, the 
chancre and secondary rash no longer are commonly seen. Undoubtedly, some of 
these lesions are being suppressed and the disease masked by the indiscriminate 
use of antibiotics. The ominous prospect of a widespread resurgence of the dis- 
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ease in its tertiary forms looms ahead” [8], Yet, despite reliable estimates of some 
325,000 cases of untreated syphilis in the U.S. in 1981 [9], this “widespread resur¬ 
gence of the disease in its tertiary forms” never appeared to materialize. 


Is HIV just an opportunistic infection arising from latent syphilis? 

There is a strong epidemiological association between a past history of 
syphilis and HIV/AIDS, with odds ratios between 20 and over 100 when control¬ 
ling for HIV [10-19]. Some studies have found that syphilis is more highly corre¬ 
lated with HIV seroconversion than the absolute number of sexual partners or type 
of sexual activity [20-22]. This association was documented yet again in a recent 
study that found that men who have sex with men have a 140-fold higher risk for 
newly diagnosed HIV and syphilis compared with heterosexual men in New York 
City [23]. Despite these alarming rates of syphilis among HIV-infected popula¬ 
tions [24, 25], no AIDS patient has ever been documented as having died from 
complications of syphilis. 

It is striking that, despite sincere efforts, very capable modem investigators 
have been unable to find any significant influence of HIV infection, even 
full-blown AIDS, on the clinical presentation of syphilis [26-30] or the response 
to therapy [31-37]. 

One would have quite rightly expected a large effect, and these repeated ob¬ 
servations remain unexplained [38]. Indeed, one of these authors has questioned 
whether HIV impacts syphilis at all [39]. 

Investigators at St. Paul’s Hospital in Vancouver have suggested [40] that 
HIV expression may be epiphenomenal (“opportunistic” to use their word choice) 
as a result of underlying immunological injury from other unidentified causes in 
their high risk gay male cohort. Other investigators have argued along the same 
lines [41-50]. Syphilis leads to nodal B-cell follicle hyperplasia that is indistin¬ 
guishable from the nodes seen in advancing HIV disease, except as regards the se¬ 
verity in the progressing HIV cases [51, 52], and results in immuno-regulation 
against CMI and over-expression of the Th2 phenotype. IL-2 and IL-12 are sup¬ 
pressed, and IL-6 and IL-10 increase - a hallmark of AIDS immunology - as syph¬ 
ilis remains untreated over time in both experimental and human subjects [53-65]. 
The great masquerader may indeed continue to elude us. 

The paradox that HIV has no seeming impact on the course of syphilis, or 
the response to therapy, suggests that syphilis has often re-infected people silently, 
due to the failure of immunological memory, and that advanced HIV cases are al- 
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ready latent syphilitics. The occasional presentations of multiple primaries, over¬ 
lapping stages, high antibody titers and precocious tertiarism among today’s HIV 
cases are all old (i.e. pre-AIDS) phenomena, and are collectively best explained by 
immunological priming and a different treponemal strain. This is likely what hap¬ 
pened when Columbus returned to a ‘syphilized’ Europe. 


The precedent of syphilization 

The historical concept of syphilization, a term coined in mid-19th century 
by the French researchers Philip Ricord and Joseph-Alexandre Auzias-Touraine 
and expanded on by many others [66], provides a possible explanation for why we 
do not see syphilis behaving opportunistically in AIDS today. Syphilization was 
based on the idea that there would be symptomatic relief by inoculating syphilis 
patients with exudates from other syphilitics, exudates presumed to contain the re¬ 
sponsible substance. Caesar Boeck, an Oslo-based dermatologist, expanded on 
this work between 1890 and 1910, by leaving syphilis untreated among his pa¬ 
tients. He believed the treatments of the time were of little value, and that it was 
better for patients to become syphilized, as opposed to interrupting the develop¬ 
ment of immunity with inadequate treatment. This work became the basis for the 
Oslo study of untreated syphilis [67-70]. 

Syphilization appeared to work, as the patients rarely developed further late 
manifestations [71, 72]. However, according to the Oslo study [73], and various 
reviews from that era [74-78], including actuarial reports [79-81], conditions 
such as reactivation TB, cancer, and pneumonia dispatched many of these pa¬ 
tients, and most of the latent syphilis cases were missed anyway. 

Prostitutes were rarely maimed by syphilis, oddly enough, despite living in 
an era when syphilis was everywhere in Western society - otherwise the brothels 
would have simply shut down for lack of business. The best explanation, looking 
back in retrospect, is that these commercial sex workers were syphilized [82] 
(much like may be the case with multi-partner gay men today). 

Pre-1960 authors were studying repeated exposures to Treponema palli¬ 
dum without understanding the outcome for either experimental animal or human 
subjects. Albert Neisser was undoubtedly correct when he stated that the essential 
relationship between T. pallidum and humankind is an “infection immunity” pro¬ 
cess, and that chancre immunity is false immunity. 

The famous American syphilologist Evan W. Thomas wrote in 1949, 
“Within 2 years after infection, untreated syphilis produces immune changes in 
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the host which, with rare exceptions, are permanent and make it impossible for tis¬ 
sues to react to subsequent infection with development of early syphilitic lesions ” 
[83]. 

Once a person is syphilized, i.e. not responding clinically to further syphi¬ 
lis, neither the various preparations based on Paul Erlich’s original 606, nor peni¬ 
cillin (a presumably superior treatment) could reverse this immunological pattern 
of unresponsiveness, even if treatment appeared to have killed most of the 
treponemes [84-87], 

It is entirely possible that an acquired immune deficiency syndrome - 
AIDS - was in fact the outcome of these repeated exposures to T. pallidum, and the 
available experimental evidence [88—92] suggests that a successful animal model 
for AIDS can finally be created - without HIV - in the syphilitic rabbit, guinea 
pig, mouse or primate, given the correct timing and frequency of exposures. 


AIDS: A hidden history ignored by modern popular scienee 

In the first half of the 20**^ century, long before the discovery of HIV, most 
of the opportunistic infections associated with AIDS today were well-documented 
in inner-city American hospitals [93-95]. Reactivation TB, reactivation pneumo- 
cystis, and unmanageable fungal, herpetic and papilloma infections together 
killed or disabled tens of thousands of people in mid-life before 1950. Acquired 
immune deficiency, not primary immunodeficiencies, is the only possible expla¬ 
nation. 

Today’s advocates of AIDS as a novel syndrome commonly cite as proof 
the paucity of fatal pneumocystis or fatal Kaposi’s sarcoma in adults before 1960. 
But this is easily explained by the TB wasting/consumption among what were 
largely midlife male and previously healthy persons, long before they became sick 
enough to succumb to the infections now understood as AlDS-defining today. 

Also, curious was the significant male-to-female ratio among cachectic and 
terminal reactivation TB patients at that time [96, 97]. Even more mysterious was 
how susceptibility to reactivation TB could be sexually transmitted, a phenome¬ 
non that was investigated at the Mayo Clinic before 1960 [98], and strangely mir¬ 
roring the sexual transmission of AIDS today. Arnold R Rich and Ira Leo 
Schamberg were likely mistaken when they dismissed syphilis as a contributing 
factor to this susceptibility to reactivation TB [99, 100]. 

Bernhard Dattner, working in his syphilis clinic at the Vienna General Hos¬ 
pital just before World War II, demonstrated profound immune suppression with 
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negative TB skin tests in over 80% of his syphilitic patients, while over 80% of 
general hospital admissions were TB skin test positive [101]. Croton oil testing 
was also negative in these patients, as is also found in AIDS patients using modem 
T-cell mitogens. The cutaneous anergy observed in these syphilitic patients meant 
they had no Cell and Coombs type IV recall (i.e. no delayed-type hypersensitivity 
- DTK), therefore no T-help - in other words, AIDS. 

According to William Kirby, author of the TB chapter in the second edition 
of Principles of Internal Medicine, by 1950 about 0.3% of TB-infected persons 
had active disease - about 400,000 cases at that time among about 120 million in¬ 
fected Americans. He concluded that TB mortality had dropped about tenfold 
since 1900. This had little to do with the just-introduced triple dmg therapies for 
TB, but was instead likely due to the aggressive control of syphilis in the first half 
of the 20*** century. 

While infant AIDS is also assumed to be a new phenomenon, tens of thou¬ 
sands of infant deaths from pneumocystis and cytomegalic inclusion body pneu¬ 
monitis (called CMV in the lungs today) were reported in papers published in the 
1950s [102, 103], with hundreds of references. Syphilis was likely working be¬ 
hind the scenes here as well, damaging the immune systems of tens of thousands 
of women of child-bearing age before 1960, with all these resulting AIDS babies. 

Given that AIDS is not a new phenomenon, the conspicuous absence of op¬ 
portunistic and/or fatal complications of classical late syphilis in AIDS raises 
questions over whether our current understanding of these diseases is correct. 


Clinical latency vs. immunity 

Standard teaching suggests that latent syphilis is inactive syphilis, and 
therefore poses little danger, other than the 2 to 5 percent who may develop ful¬ 
minant destmctive stages. However, the exact translation of the Latin verb latere is 
“to lie hidden” and this was what pre-penicillin authors meant - there was never an 
implication that latent syphilis was somehow under control. If that were indeed the 
case, one would expect to see a tuberculin-like DTH reaction to syphilis antigens 
among most patients with latent disease, as found with tuberculin for TB, and with 
antigens of endemic fungi, etc. This is the reaction that the older authors before 
World War Two were researching with their syphilis skin test studies. 

However, unlike many other diseases where skin testing has helped estab¬ 
lish prevalence and therefore our understanding of the natural immunity to the in¬ 
fection, skin tests developed for syphilis consistently lacked sensitivity, and were 
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therefore abandoned [104, 105]. Today, researchers look for this DTH reaction in 
syphilis vaccine studies, and find it inconsistently [106], Experimental studies 
have only raised further questions about the reliability of immunological memory 
in syphilis [107-112], 

The origin of the word immunity is immunitas in Latin, which translates 
best as “exemption from ”, and was never intended to represent only clinical im¬ 
munity, i.e. Wassermann immunity, but instead true biological immunity or resis¬ 
tance (DTH). Indeed, experts from the New York State Laboratories clearly state, 
“There is no natural immunity to syphilis, and past infection offers no protection ” 
[113]. 


Re-interpreting the history of syphilis 

The recent discovery of a larger than expected pool of latent syphilis in 
high-risk cohorts, as outlined in this review, has considerable implications for in¬ 
terpreting the classic historical studies of the natural history of syphilis such as 
Oslo and Tuskegee [114]. J. Arthur Myers from the Mayo Clinic, made these very 
relevant comments in 1965, 15 years after the widespread use of penicillin began, 
and 10 years after the final Oslo report: 

“Unless the natural history of a lifetime disease is known, it is impossible to determine 
with accuracy the effectiveness or ineffectiveness of any therapeutic or preventive mea¬ 
sure. Therefore, in a program designed to eradicate a disease it is essential to know the 
course it takes among people in the absence of specific treatment. 

Tuberculosis and syphilis run somewhat parallel courses in that each one begins with pri¬ 
mary lesions which usually subside without causing serious illness or much destruction of 
tissues. Dependable immunity does not develop. In both tuberculosis and syphilis, 
chronic forms of the disease usually do not appear until years and even decades after the 
initial infection. 

When seemingly effective drugs became available for treatment ofsyphilis, attention was 
called to the absence of a well-documented study on the natural history of untreated syph¬ 
ilis. Therefore, the immediate and remote prognosis in untreated cases was not known ” 
[115]. 

Syphilis is like an iceberg: Most of an iceberg lies under the surface - it just might 
be this serious with respect to syphilis detection and non-treponemal tests. Con¬ 
sidering there was no affordable and generally applicable treponemal test during 
the years that the Olso and Tuskegee studies were conducted, our understanding of 
syphilis from these studies is fundamentally flawed. 
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Judging from more recent serological and molecular findings detailed be¬ 
low, the prevalence of latent syphilis (and its consequences) appears to have gone 
largely undocumented. J. Earle Moore may have been correct when he postulated: 

"In spite of400years of study, we still do not know the actual importance ofsyphilis as a 
cause of death. To what extent does death directly from syphilis masquerade under other 
diagnoses: or to what extent is syphilis an indirect cause of death from other conditions? 
Is itjustifiable to assume, as did Osier, that syphilis actually ranks first, instead of its ap¬ 
parent tenth, among killing infections? ” [116] 

Support for Moore’s suspicions were clear from his colleague, Frank W. Reynolds 
at the “Medicine One” syphilis clinic at the Johns Flopkins Hospital in Baltimore. 
Reynolds pointed out that "all anatomic evidence of infection may disappear, so 
that, at necropsy, when the patientfinally dies from some other cause, all evidence 
of syphilis is conspicuous by its absence ” [117]. 

In Moore’s and Reynold’s day, only the Wassermann-positive patients, re¬ 
sponding immunologically in the non-treponemal tests, were followed for the pur¬ 
poses of analyzing morbidity and mortality. The latent cases were left to die either 
in the TB sanitoria or more commonly at home. 


Wassermann’s discovery - and its pitfalls 

Wassermann’s initial screening test from 1906 used a non-syphilitic anti¬ 
gen (cormective tissue-based) in various ways, and formed the basis of non-trepo¬ 
nemal testing, with subsequent refinements, the better known including those by 
John A. Kolmer in 1922, Reuben Kahn in 1923, William Augustus Hinton in 
1934, and Harry Eagle in 1937. If one of these older Wassermann-type tests was 
positive, in the absence of signs or symptoms, or a positive darkfield, this finding 
defined a case of latent syphilis, and treatment was aggressively offered. 

However, a large body of experimental evidence suggests this first genera¬ 
tion of syphilis immunological tests missed most latent cases. In 1936, an astute 
American observer in Boston noted that non-treponemal tests did not react when 
T. pallidum was applied to mucosal surfaces of experimental animals [118], prov¬ 
ing the existence of latent syphilis in the absence of a screening test response. The 
implications of these findings for congenital syphilis and for AIDS remain un¬ 
known. 

It was also well recognized as far back as the 1930s that the syphilitic 
mouse is 100% screen test negative, but infectious when mouse brain emulsions 
were inoculated into New Zealand white rabbits [119, 120], raising questions over 
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the altered propagative or survival forms of T. pallidum [121, 122], A half century 
later, at the National Dermatology Institute in Budapest (OBNI), the syphilis labo¬ 
ratory director proved that all his mice were FTA-Abs positive, but negative in the 
modem non-treponemal tests (RPR/VDRL) [123], So here is an animal model that 
is 100% screen test negative, and therefore a latent model from the start. 

Another famous investigator immunized rabbits over a 37-week period, 
and the animals were resistant to substantial inoculums [124], But 8 out of 11 of 
these rabbits had no antibody in any immunological test, treponemal or non-trepo¬ 
nemal. This raises serious questions about the role of antibodies in protection 
against syphilis. 

Given all these animal findings, it remains unclear why serologic tests ~ 
based only on part of an immune response - continue to be tmsted in humans 
[125]. And indeed, one CDC expert has commented that the non-treponemal tests, 
if introduced today, would never be licensed for screening [126]. RPR/VDRL 
tests are only 100% reactive in the first instance of secondary syphilis. They do not 
react anamnestically (i.e. there is no booster effect) in re-exposed patients with la¬ 
tent disease, nor do the tests react in over a third of early (infectious) relapsing pa¬ 
tients [127]. 

Therefore, all through the 1960s and 1970s, when physicians relied on 
non-treponemal tests, they significantly underestimated the tme prevalence of the 
disease in all its stages. Up to half of latent syphilitics eventually become negative 
in non-treponemal tests without treatment, as is taught in regular STD training 
[128]. Accordingly, the lack of sensitivity of the non-treponemal tests strongly ar¬ 
gues against estimating syphilis morbidity and mortality on the basis of a non-tre¬ 
ponemal management algorithm. 


An added layer of sensitivity: Treponemal tests in the AIDS era 

Treponemal tests use T. pallidum proteins, either whole or ground-up tre- 
ponemes derived from rabbit syphilomas (e.g. TPI, FTA-Abs, MHA-Tp/TPPA). 
With the advent of these earlier treponemal tests - initially used only for confirm¬ 
ing Wassermann positive results - the definition of latency began to expand and 
include persons with positive treponemal tests only; the T. pallidum immobiliza¬ 
tion test (TPI) in 1949 solved many clinical dilemmas. 

A generation later, as an apparently new syndrome grabbed the STD lime¬ 
light, some experts were not so sure all was well with the old disease. Following 
up on studies in the mid-1980s from Europe [129] and the U.S. [130,131], a group 
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of suspicious laboratory workers and curious physicians in Toronto began pro¬ 
spective studies using non-treponemal and treponemal serological tests simulta¬ 
neously in high-risk persons, including in HIV clinics [132-134], This repre¬ 
sented the first university-based use of reverse sequence screening on high-risk 
patients in North America, using the FTA-Abs and MHA-Tp (quantified) as 
screening tests, instead of VDRL/RPR. 

The public health laboratory for Ontario (OPHL) documented a presence of 
treponemal antibody up to 5 times the number of cases pieked up by RPR or 
VDRL sereening [135], In Vienna, similar observations have been made [136, 
137], although the prevalence of treponemal reactions was only about twice the 
RPR rate, because the study ineluded hundreds of thousand of samples from all of 
Austria, not just the capital region. 

After these sequential screening results began to accumulate over a few 
years, the Toronto HIV clinicians involved in the syphilis detection project [138] 
and others [139-142] noted dropping titers and/or reversion to negative in 
treponemal tests among those with HIV. This loss of antibody, observed over a 
relatively brief window, was not as a result of specifie syphilis treatment, and the 
OPHL found it to be independent of antibody responses to other infections. This 
selective antibody loss during polyclonal B-cell activation has not only been doc¬ 
umented among AIDS patients, but also in HIV cases who are relatively 
immunocompetent [143], and has only further limited the assessment of syphilis 
in HIV(-l-) persons [144], and its possible contribution to the AIDS process [145, 
146], The best explanation for this observation is an upregulation of the trepo¬ 
nemal infection, i.e. a re-infection or a relapse. 

After following the patients over time, the Toronto group began to note that 
this loss of treponemal antibody was correlated with more advanced immune sup¬ 
pression, with average cell counts of 78 CD4/mm^ among sero-reverters, com¬ 
pared to an average CD4 count of400/mm^ among all HIV clinic patients [147]. In 
fact, what the group uncovered was an inverse relationship between AIDS and 
positive treponemal tests. In an effort to help these patients, many were aggres¬ 
sively treated as for late latency, and surprisingly, some even began to make 
treponemal antibody again, at the test cutoffs back then [148]. While this treat¬ 
ment regime did not resolve AIDS for these men, it certainly encouraged investi¬ 
gators to continue to improve the sensitivity of the immunological tests, without 
sacrifieing specificity. 
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Modern advances in diagnostic technology 

As T. pallidum cannot reliably be grown on any laboratory culture medium, 
recombinant technology to produce purified treponemal antigens has been applied 
to syphilis serodiagnosis since the early 1990s [149], These newer, treponemal 
tests have much better specificity than the older treponemal tests discussed above 
[150], and therefore offer increased sensitivity. One of these tests, the TrepChek, 
developed by Robert H Notenboom at Phoenix BioTech Corp, was used in a 
downtown Toronto STD clinic, and confirmed his earlier observation that approx¬ 
imately 5 times as many patients had been exposed to syphilis as had ever been 
treated [151], OPHL finally began screening with the recombinant-antigen based 
Abbott Architect treponemal test in 2008. Other reference labs and managed care 
consortiums in the U.S. (Kaiser Permanente) have evaluated and adopted the 
TrepSure test, another recombinant antigen-based assay developed by Phoenix 
BioTech, for screening. The CDC’s experts have acknowledged the TrepSure is 
the best treponemal test developed to date [152], yet this test is not generally de¬ 
ployed in the high-risk patients where it is needed most. 

Molecular testing using PCR (CDC’s Multiplex) has only further con¬ 
firmed the problems with non-treponemal tests when used in patients with ulcer¬ 
ative STDs [153]. In the Republic of South Africa, the use of the Multiplex system 
confirmed infectious early syphilis with sensitivity of the RPR at only 36% in pa¬ 
tients with genital ulcers [154]. In this study, other co-infections seemed to com¬ 
plicate antigen processing, and many of the lesions did not look like infectious 
early syphilis. 

PCR screening for T. pallidum DNA in Budapest has revealed latent syphi¬ 
lis in the absence of any reaction in either non-treponemal or treponemal tests at 
the standard cut-offs [155-157]. Thirteen out of 183 high-risk STD clinic patients 
were syphilis PCR (+), even though 9 out of these 13 had no history of syphilis, 
nor had antibody in any standard syphilis test, treponemal or non-treponemal. The 
remaining four PCR (+) cases were treated patients who also had positive trepo¬ 
nemal tests, and are likely still latent syphilitics - yet another problem [158]. 

Yet, when reverse sequence screening or PCR suggests untreated syphilis 
in the absence of a reactive non-treponemal test, the results are often disputed by 
HIV physicians who do not consider these positive test results to be indicative of 
latent syphilis. This means most syphilis patients are not managed appropriately 
- i.e. with better antibody tests, or real-time PCR, and possibly more therapy - and 
thus remain infected (and potentially infectious). 
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Doubts over adequate treatment 

While the concept of happenstance therapy has been advanced to suggest 
that these cases newly discovered by reverse sequence screening were somehow 
adequately treated in the past, the available evidence suggests that happenstance 
therapy is nothing more than undertreatment, which induces latency as explained. 
Few of these patients were ever cured. 

Questions remain over whether even the standard penicillin G syphilis 
treatment was adequate for latent disease during the 1960s and 1970s, as the syn¬ 
drome now called AIDS was incubating in these STD core groups. In 1963, the 
chief of the Venereal Disease Division of the Communicable Disease Center, Wil¬ 
liam J. Brown, standardized the 2.4 mega IM penG therapy for all early syphilis, 
including early latent syphilis, over considerable objections [159, 160]. Standard¬ 
izing this regimen, although justified from an economic and logistical perspective 
at the time, nonetheless left a substantial subset of patients inadequately treated, 
by the arbitrary standard of a 4-fold drop in the RPRWDRL titre [161-171]. 

Today, the CDC admits that “definitive criteria for cure or failure have not 
been established” [172] and a recent literature review supports this conclusion 
[173]. 


Conclusion 

We can only conclude [174, 175], as have others [176-181], that there is a 
high level of VDRL/RPR-negative syphilis complicating AIDS cases today. In 
1990, leading American investigator and clinician Daniel Musher found that'79 
of 36 randomly selected HIV-infected homosexual men (53%) had IgM reactive 
with at least six outer membrane proteins of T. pallidum ”[182]. IgM detection is 
usually a reliable marker for untreated syphilis in HIV-infected patients [183, 
184], yet none of these 19 cases were reactive in the RPRAfDRL screen tests. This 
led Musher to state that “a substantial proportion of HIV-infected men may have 
unrecognized, latent, inadequately treated syphilis. These findings support more 
aggressive treatment of T. pallidum infection in this patient population”. 

Furthermore, latent syphilis may have been responsible for a far wider 
spectrum of clinical conditions than attributed to it. In 1991, Sandra A Larsen, 
the former director of the treponemal laboratory at the CDC for many years, ob¬ 
served: 
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“The clinical manifestations of syphilis, which have taken various forms over the centu¬ 
ries, have now been transformed to mimic the appearance of the opportunistic infections 
and cancers that may accompany HIV infection, as well as the clinical symptoms of AIDS 
itself" [185], 

As a group of clinicians in the UK noted in 2001, “In our enthusiasm to diagnose 
primary HIV infection, the clinical similarity to secondary syphilis must be re¬ 
membered and caution taken in interpreting preliminary test results” [186], 

Accordingly, it is incumbent on today’s STD and HIV experts to investi¬ 
gate whether clinical conditions currently attributed to HIV infection are in fact 
the result of latent syphilis. The study populations are the same today as they were 
in the era before penicillin, when syphilis was also concentrated in inner city indi¬ 
viduals at high risk for STDs, and homosexual behavior was for the most part ob¬ 
scured by marriage and fear of reprisal [187], 

The syphilis research community and the public health infrastructure per¬ 
sist in believing that Wassermann got it right in 1906. Although one modem au¬ 
thor, Justin Radolf, has referred to T. pallidum as the “stealth pathogen” [188], this 
concept is only discussed these days in the context of the organism evading im¬ 
mune recognition, but unfortunately without questioning Wassermann’s non-tre- 
ponemal test algorithm. 

Radolf, along with Sheila Lukehart, co-edited and contributed to the mod¬ 
em textbook. Pathogenic Treponema Molecular and Cellular Biology [189]. 
These experts may have adjusted the history of syphilis so as to exclude a possible 
outcome of AIDS in homosexual men repeatedly exposed to syphilis, and instead 
blame what appears by all indications to be a neutralized and ancient retrovims 
[190-193]. 

The immune response to HIV, both cellular and humoural [194-196], ap¬ 
pears to be far more robust than that against syphilis. Although HIV is quantified 
using messenger RNA amplification, the viral proteins are conspicously absent in 
a standard density gradient. This is in contrast to other acute retroviral infections, 
including the SIV animal model in the Old World Rhesus macaque, a model which 
bears little in common with HIV in humans [197]. HIV isolation techniques have 
been seriously questioned [198], and Luc Montagnier has made it quite clear that 
classical viral isolation has not correlated with the mRNA test result. In addition, 
the failure of every single vaccine effort continues to confuse most observers, in¬ 
cluding many working in the HIV field itself [ 199-201 ]. As Margulis et al. note, 

“Robert Gallo characterized the failure of the latest STEP vaccine trial, as a ‘catastro¬ 
phe Ronald C. Desrosiers, a molecular geneticist at Harvard University stated that 
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‘none of the products currently in the pipeline has any reasonable chance of being effec¬ 
tive in field trials[m]. 

Renewed research efforts in syphilis basic science and diagnostic tech¬ 
niques, supported by adequate ongoing funding, are urgently required to sbed 
light on the unresolved questions about tbe natural history of syphilis and its man¬ 
agement. In addition to trying to develop an AIDS animal model with T. pallidum 
reinoculation studies, the experimental work using PCR [202-206] needs to be 
made commercially available for latent syphilis detection and treatment fol¬ 
low-up. This is proving so far to be a significant challenge [207]. 

Early and aggressive syphilis control will spare many persons from AIDS, 
with a fortune in healthcare dollars saved along the way. Syphilis remains the most 
dangerous infection in humankind, and will continue to exact a high toll in human 
misery and suffering until these fundamental questions are resolved. 
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